Background: This study was aimed at determining the effects and safety of Da-Cheng-Qi decoction (DCQD) or DCQD combined with conservative therapy in patients with intestinal obstruction. 
Sensitivity analysis
Given the borderline heterogeneity observed when results of individual RCTs were combined, we conducted pre-specified sensitivity analyses ( Table 1 ). The RR of respond was relatively stable in these analyses. Heterogeneity between trials was lower and 95% CI doesn't include the number "1" when only the two studies that used clinical manifestations and imaging improvement to define response to therapy were included in the analysis. Treatment effect remained similar when only the five trials at low risk of bias were considered.
DCQD plus conservative therapy versus conservative therapy
The 54 RCTs comparing DCQD plus conservative therapy with conservative therapy contained a total of 5,574 patients with intestinal obstruction. 27 trials were at moderate and 27 trials were at high risk of bias. Twenty-one RCTs studied ileus while 33 studied mechanical intestinal obstruction. Dichotomous data could be extracted from 48 RCTs. There were 221 (8.4%) of 2,641 patients assigned to DCQD plus conservative therapy who failed to respond to therapy, compared with 648 (28.5%) of 2,275 allocated to conservative therapy alone (RR of respond=1.25; 95% CI 1.20 to 1.30 which favoured DCQD plus conservative therapy), with borderline heterogeneity between studies (I 2 =55%) (Fig 4) and an NNT of 5.3 (95% CI 4.8 to 6.3). There was no statistically significant funnel plot asymmetry (Begg's test, p=0.31) suggesting no evidence of publication bias or other small study effects.
Response to therapy in patients with ileus
In the 21 trials studying ileus, 15 reported dichotomous data in 1,168 patients. Overall, ileus of 879 patients was caused by operation. Fifty-one (8.4%) of 606 patients assigned to DCQD plus conservative therapy failed to respond to therapy compared with 150 (26.7%) of 562 patients allocated to conservative therapy (RR of respond =1.23; 95% CI 1.13 to 1.34 which favoured DCQD plus conservative therapy) (Fig 4) , with significant heterogeneity between studies (I 2 =67%) and an NNT of 5.9 (95% CI 4.3 to 9.1). There was no evidence of funnel plot asymmetry (Begg's test, p=0.19).
Eleven RCTs reported continuous data of time to first flatus post-operatively. There was statistical difference when results of individual RCTs were combined (SMD=-2.09; 95% CI -3.04 to -1.15 which favoured DCQD plus conservative therapy) (Fig 3) , and there was significant heterogeneity among studies (I 2 =97%). which favoured DCQD plus conservative therapy) (Fig 4) , with no significant heterogeneity between studies (I 2 =38%) and an NNT of 5.3 (95% CI 4.5 to 5.9). There was no evidence of funnel plot asymmetry (Begg's test, p=0.05).
Given the borderline heterogeneity observed when results of individual RCTs were combined, we conducted pre-specified sensitivity analyses ( Table 2 ). The RR of respond was relatively stable in all these analyses. Heterogeneity between trials was lower when only the 22 studies that administrate DCQD via oral or when only the 12 studies that via rectal were included in the analysis. In addition, the results of sensitivity analyses showed that DCQD administration via rectal seems to be more effective (NNT =4.2 95% CI 3.6 to 5.3). Treatment effect remained similar when only the 23 trials at moderate risk of bias were considered.
Discussion
This systematic review and meta-analysis has demonstrated that DCQD plus conservative therapy were more effective than conservative therapy alone for the treatment of intestinal obstruction, these beneficial effects appeared to exist for both ileus and mechanical intestinal obstruction. In addition, DCQD administration via rectal seems to be more effective. The RR of respond was relatively stable in all the sensitivity analyses. There was no statistical difference when we compared DCQD mono-therapy with conservative therapy alone. Although DCQD appear to be more effective than conservative therapy when the only two studies using clinical manifestations and imaging test improvement to define This systematic review has several strengths. To our knowledge, this is the first meta-analysis that focuses on the efficacy and safety of DCQD in the treatment of intestinal obstruction. The systematic review includes 60 RCTs with 6,095 patients, which makes it a powerful systematic review to analyze the efficacy and safety of DCQD. The study population well represented the general intestinal obstruction population in terms of age and pathogenesis. The success rate of conservative therapy alone was near to the previous study reported (Tanaka et al., 2008) . We were also rigorous in describing our search strategy, eligibility criteria, and data extraction processes in detail. We conducted subgroup analysis to maintain clinical homogeneity in the patients, and sensitivity analyses according to risk of bias of included trials, route of administration, definition of response to therapy and aetiology to assess whether any of these trial characteristics affected overall efficacy. We used an intention-to-treat analysis, where all drop-outs assumed to be treatment failures, and pooled data with a random effects model, in order to reduce the likelihood that any beneficial effect of DCQD in intestinal obstruction has been overestimated.
Limitations of the present study, as with any systematic review and meta-analysis, arise from the quality and reporting of the RCTs included. 
